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File: USPT 



DOCUMENT- IDENTIFIER: US 5439886 A 

TITLE: Monoclonal antibody, polypeptides and production thereof 



Detailed Description Text (4) : 

When bound to an appropriate antitumor substance, for example an anticancer 
chemotherapeutic agent such as methotrexate, daunomycin, vincristine or cisplatin, a 
toxin protein such as Pseudomonas aeruginosa exotoxin A, ricin, abrin, diphtheria 
toxin or neocarzinostatin, or a cytotoxin such as tumor necrosis factor, lymphotoxin 
or interferon, the antibodies of this invention can be used as agents for missile 
therapy for the treatment of cancer. In this instance, the antibodies of this 
invention are more advantageous in cancer therapy than the conventional missile 
therapy agents because an antitumor substance which will not inhibit the action of 
the antibodies of the present invention can be combined therewith to specifically 
kill cancer cells while preventing cancer metastasis. 
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DOCUMENT- IDENTIFIER: US 4684623 A 

TITLE: Use of tumor necrosis factor as a weight regulator 



Detailed Description Text (21) : 

In that aspect of the invention which relates to neutralization of TNF in cachexic 
patients, a preferred embodiment to neutralize the activity of TNF employs 
polyclonal or monoclonal antibodies . These neutralizing antibodies are preferably 
used as adjunctive treatment with other cytotoxic drugs in cancer patients. For 
example, the patient might be administered methotrexate to kill the tumor followed 
by the antibody preparation to neutralize TNF to prevent weight loss. 
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File: USPT 



DOCUMENT- IDENTIFIER: US 5487897 A 
TITLE: Biodegradable implant precursor 



Detailed Description Text (30) : 

Suitable biologically-active agents for use in the invention also include 
anti- inflammatory agents such as hydrocortisone, prednisone and the like; 
anti-bacterial agents such as penicillin, cephalosporins, bacitracin and the like; 
antiparasitic agents such as quinacrine, chloroquine and the like; antifungal agents 
such as nystatin, gentamicin, and the like; antiviral agents such as acyclovir, 
ribarivin, interferons and the like; antineoplastic agents such as methotrexate , 
5-f luorouracil, adriamycin, tumor-specific antibodies conjugated to toxins , tumor 
necrosis factor, and the like; analgesic agents such as salicylic acid, 
acetaminophen, ibuprofen, flurbiprofen, morphine and the like; local anaesthetics 
such as lidocaine, bupivacaine, benzocaine and the like; vaccines such as hepatitis, 
influenza, measles, rubella, tetanus, polio, rabies and the like; central nervous 
system agents such as a tranquilizer, B-adrenergic blocking agent, dopamine and the 
like; growth factors such as colony stimulating factor, platelet -derived growth 
factor, fibroblast growth factor, transforming growth factor B, human growth 
hormone, bone morphogenetic protein, insulin-like growth factor and the like; 
hormones such as progesterone, follicle stimulating hormone, insulin, somatotropins 
and the like; antihistamines such as diphenhydramine, chlorphencramine and the like; 
cardiovascular agents such as digitalis, nitroglycerine, papaverine, streptokinase 
and the like; anti -ulcer agents such as cimetidine hydrochloride, isopropamide 
iodide, and the like; bronchodilators such as metaproternal sulfate, aminophylline 
and the like; vasodilators such as theophylline, niacin, minoxidil, and the like; 
and other like substances. For other examples of biologically-active agents that may 
be used in the present invention, see Applicants' corresponding U.S. patent 
application Ser. No. 07/783,512, filed Oct. 28, 1991, U.S. Pat. No. 5,324,519 the 
disclosure of which is incorporated by reference herein. 
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5/3/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 



12826283 BIOSIS NO.: 200100033432 

Infliximab and methotrexate in the treatment of rheumatoid arthritis. 

AUTHOR: Lipsky Peter E(a); Van Der Heijde Desiree M F M; St Clair E William 
; Furst Daniel E; Breedveld Ferdinand C; Kalden Joachim R; Smolen Josef S 
; Weisman Michael; Emery Paul; Feldmann Marc; Harriman Gregory R; 
Maini Ravinder N 

AUTHOR ADDRESS: (a) National Institute of Arthritis and Musculoskeletal and 
Skin Diseases, National Institutes of Health, 9000 Rockville Pike, Bldg. 
10, Rm. 9N228, Bethesda, MD, 20892-1820: lipskyp@mail . nih . gov**USA 

JOURNAL: New England Journal of Medicine 343 (22) :pl594-1602 November 30, 

2000 

MEDIUM: print 
ISSN: 0028-4793 



DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



5/3/2 (Item 2 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12356137 BIOSIS NO. : 200000109639 

Infliximab (chimeric anti-tumour necrosis factor alpha monoclonal antibody) 

versus placebo in rheumatoid arthritis patients receiving concomitant 

methotrexate: A randomised phase III trial. 
AUTHOR: Maini Ravinder(a); St Clair E William; Breedveld Ferdinand; Furst 

Daniel; Kalden Joachim; Weisman Michael; Smolen Josef; Emery Paul; 

Harriman Gregory; Feldmann Marc; Lipsky Peter 
AUTHOR ADDRESS: (a) The Kennedy Institute of Rheumatology and The Imperial 

College School of Medicine at Charing Cross Hospital, London, W6 8LH**UK 
JOURNAL: Lancet (North American Edition) 354 (9194) :pl932-1939 Dec. 4, 
1999 

ISSN: 0099-5355 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 
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11692674 BIOSIS NO.: 199800474405 

Therapeutic efficacy of multiple intravenous infusions of ant i- tumor 

necrosis factor alpha monoclonal antibody combined with low-dose weekly 
methotrexate in rheumatoid arthritis. 

AUTHOR: Maini Ravinder N(a); Breedveld Ferdinand C; Kalden Joachim R; 
Smolen Josef S; Davis Diana; Macfarlane John D; Antoni Christian; Leeb 
Burkhard; Elliott Michael J; Woody James N; Schaible Thomas F; 
Feldmann Marc 

AUTHOR ADDRESS: (a) Kennedy Inst . Rheumatology 1 Aspenlea Road, London W6 8LH 
**UK 

JOURNAL: Arthritis & Rheumatism 41 (9) :pl552-1563 Sept., 1998 

ISSN: 0004-3591 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 
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DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 



13643735 BIOSIS NO.: 200200272556 

T cell -mediated signaling to vascular endothelium: Induction of cytokines 

chemokines, and tissue factor. 
AUTHOR: Monaco Claudia (a); Andreakos Evangelos; Young Sylvia; Feldmann 

Marc; Paleolog Ewa 

AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology Division, Faculty of 
Medicine, Imperial College of Science, Technology and Medicine, 1 
Aspenlea Road, London, W6 8LH**UK E-Mail: c.monaco@ic.ac.uk 

JOURNAL: Journal of Leukocyte Biology 71 (4) :p659-668 April, 2002 

MEDIUM: print 

ISSN: 0741-5400 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 



6/3/2 (Item 2 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

13544922 BIOSIS NO.: 200200173743 

CD4 0 ligation induces macrophage IL-10 and TNF-alpha production: 
Differential use of the PI3K and p42/44 MAPK-pathways . 

AUTHOR: Foey Andrew D(a); Feldmann Marc; Brennan Fionula M 

AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology Division, Imperial 
College School of Medicine, 1 Aspenlea Road Hammersmith, London, W6 8LH 
UK E-Mail: a.foey@ic.ac.uk 

JOURNAL: Cytokine 16 (4) :pl31-142 21 November, 2001 

MEDIUM: print 

ISSN: 1043-4666 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 



6/3/3 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

13208571 BIOSIS NO.: 200100415720 

A comparative study into the mechanisms of action of anti-tumor necrosis 
factor alpha, anti-CD4, and combined anti-tumor necrosis factor 
alpha/ant i-CD4 treatment in early collagen- induced arthritis. 

AUTHOR: Marinova-Mutaf chieva Lilia; Williams Richard 0(a); Mauri Claudia; 
Mason Lesley J; Walmsley Marita J; Taylor Peter C; Feldmann Marc; 
Maini Ravinder N 

AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology, 1 Aspenlea Road, 

London, W6 8LH**UK 
JOURNAL: Arthritis & Rheumatism 43 (3) :p638-644 March, 2000 
MEDIUM: print 
ISSN: 0004-3591 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/4 (Item 4 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 



13190350 BIOSIS NO.: 200100397499 

Anti-TNFalpha therapy of rheumatoid arthritis: What have we 
learned? 

BOOK TITLE: Annual Review of Immunology 
AUTHOR: Feldmann Marc (a); Maini Ravinder N(a 

BOOK AUTHOR /ED I TOR: Paul William E; Fathman C Garrison; Glimcher Laurie H: 
Authors 

AUTHOR ADDRESS: (a) Imperial College School of Medicine, Kennedy Institute 
of Rheumatology Division, 1 Aspenlea Road, London, W6 8LH: 
m . f eldmann@ic .ac.uk, r . maini@ic . ac . uk* *UK 

JOURNAL: Annual Review of Immunology 19pl63-196 2001 

MEDIUM: print 

BOOK PUBLISHER: Annual Reviews, 4139 El Camino Way, Palo Alto, CA, 

94303-0139, USA 
ISSN: 0732-0582 ISBN: 0-8243-3019-6 (cloth) 
DOCUMENT TYPE: Book 
RECORD TYPE: Citation 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/5 (Item 5 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

13182384 BIOSIS NO.: 200100389533 

Reduction of chemokine levels and leukocyte traffic to joints by tumor 
necrosis factor alpha blockade in patients with rheumatoid 
arthritis . 

AUTHOR: Taylor Peter C(a); Peters A Michael; Paleolog Ewa; Chapman Peter T; 
Elliott Michael J; McCloskey Richard; Feldmann Marc; Maini Ravinder 
N 

AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology, 1 Aspenlea Road, 

London, W6 8LH**UK 
JOURNAL: Arthritis & Rheumatism 43 (1) :p38-47 January, 2000 
MEDIUM: print 
ISSN: 0004-3591 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/6 (Item 6 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

13172093 BIOSIS NO.: 200100379242 

Chronic relapsing homologous collagen-induced arthritis in DBA/1 mice 
as a model for testing disease-modifying and remiss ion -inducing 
therapies . 

AUTHOR: Malfait Anne-Marie (a) ; Williams Richard 0; Malik Angela Sara; Maini 

Ravinder N; Feldmann Marc 
AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology, Imperial College 

School of Medicine, 1 Aspenlea Road, Hammersmith, London, W6 8LH**UK 
JOURNAL: Arthritis & Rheumatism 44 (5) :pl215-1224 May, 2001 
MEDIUM: print 
ISSN: 0004-3591 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/7 (Item 7 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

13118365 BIOSIS NO.: 2 0010.0325514 

Role of NFkappaB in antigen presentation and development of regulatory T 
cells elucidated by treatment of dendritic cells with the proteasome 
inhibitor PSI. 

AUTHOR: Yoshimura Satomichi; Bondeson Jan; Brennan Fionula M; Foxwell Brian 

M J; Feldmann Marc (a 
AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology Division, Imperial 

College School of Medicine, 1 Aspenlea Road, London, W6 8LH : 

m. f eldmannOic . ac .uk**UK 
JOURNAL: European Journal of Immunology 31 (6) :pl883-1893 June, 2001 
MEDIUM: print 
ISSN: 0014-2980 . 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/8 (Item 8 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12831475 BIOSIS NO. : 2 0010003 8624 

Adenoviral transgene delivery provides an approach to identifying important 
molecular processes in inflammation: Evidence for heterogenecity in 
the requirement for NFkappaB in tumour necrosis factor production. 

AUTHOR: Foxwell Brian M J (a); Bondeson Jan; Brennan Fionula; Feldmann 
Marc 

AUTHOR ADDRESS: (a) Rheumatology Division, Kennedy Institute, Imperial 

College School of Medicine, 1 Aspenlea Road, Hammersmith, London, W6 8LH: 
b. foxwell@ic . ac .uk**UK 

JOURNAL: Annals of the Rheumatic Diseases 59 (Supplement 1) :pi54-i59 

November, 2000 

MEDIUM: print 

ISSN: 0003-4967 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 



6/3/9 (Item 9 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12826283 BIOSIS NO. : 200100033432 

Infliximab and methotrexate in the treatment of rheumatoid arthritis. 

AUTHOR: Lipsky Peter E(a); Van Der Heijde Desiree M F M; St Clair E William 
; Furst Daniel E; Breedveld Ferdinand C; Kalden Joachim R; Smolen Josef S 
; Weisman Michael; Emery Paul; Feldmann Marc; Harriman Gregory R; 
Maini Ravinder N 

AUTHOR ADDRESS: (a) National Institute of Arthritis and Musculoskeletal and 
Skin Diseases, National Institutes of Health, 9000 Rockville Pike, Bldg. 
10, Rm. 9N228, Bethesda, MD, 20892-1820: lipskyp@mail . nih . gov**USA 

JOURNAL: New England Journal of Medicine 343 (22) :pl594-1602 November 30, 

2000 

MEDIUM: print 
ISSN: 0028-4793 
DOCUMENT TYPE: Article 



RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



6/3/10 (Item 10 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12760410 BIOSIS NO.: 200000514033 

Route of monocyte differentiation determines their cytokine production 
profile: CD40 ligation induces interleukin 10 expression. 

AUTHOR: Foey Andrew D(a); Feldmann Marc; Brennan Fionula M 

AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology, 1 Aspenlea Road, 
London, W6 8LH**UK 

JOURNAL: Cytokine 12 (10) :pl496-1505 October, 2000 

MEDIUM: print 

ISSN: 1043-4666 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 



6/3/11 (Item 11 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12655875 BIOSIS NO. : 200000409377 

Cytokine activated T cells are important inducers of TNFalpha in 
rheumatoid arthritis: Involvement of PI3 kinase and NF-kappaB 
pathways . 

AUTHOR: Brennan Fionula M(a); Hayes Amanda L(a); Ciesielski Cathleen J(a) ; 

Green Patricia (a) ; Foxwell Brian M J (a); Feldmann Marc (a 
AUTHOR ADDRESS: (a) Kennedy Institute of Rheumatology, Hammersmith, London, 

W6 8LH**UK 

JOURNAL: Scandinavian Journal of Immunology 51 (Supplement 1) :p4 0 June, 
2000 

MEDIUM: print 

CONFERENCE/MEETING: 8th International TNF Congress, Conference on Tumor 

Necrosis Factor and Related Molecules Scientific Advances and Medical 

Applications Trondheim, Norway May 14-18, 2000 

ISSN: 0300-9475 

RECORD TYPE: Citation 

LANGUAGE: English 

SUMMARY LANGUAGE: English 



6/3/12 (Item 12 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12356137 BIOSIS NO.: 200000109639 

Infliximab (chimeric anti- tumour necrosis factor alpha monoclonal antibody) 
versus placebo in rheumatoid arthritis patients receiving 
concomitant methotrexate: A randomised phase III trial. 

AUTHOR: Maini Ravinder(a); St Clair E William; Breedveld Ferdinand; Furst 
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SBBO-induced injury as demonstrated by increased plasma aspartate 
aminotransferase (AST) and elevated histology scores. However, hepatic 
injury was prevented by mutanolysin, a muralytic enzyme whose only known 
activity is to split the beta 1-4 N-acetylmuramyl-N-acetylglucosamine 
linkage of peptidoglycan-polysaccharide (PG-PS) , a bacterial cell wall 
polymer with potent inflammatory and immunoregulatory properties. 
Mutanolysin therapy started on the day blind loops were surgically 
created and continued for 8 wk significantly diminished AST (101 +- 37 
U/liter) and liver histology scores (2.2 +- 2.7) compared to 
buffer-treated rats (228 +- 146 U/liter, P It 0.05, 8.2 +- 1.9, P It 
0.001 respectively). Mutanolysin treatment started during the early phase 
of hepatic injury, 16-21 d after surgery, decreased AST in 7 of 11 rats 
from 142 +- 80 to 103 +- 24 U/liter contrasted to increased AST in 9 of 
11 buffer-treated rats from 108 +- 52 to 247 +- 142 U/liter, P It 0.05. 
Mutanolysin did not change total bacterial numbers within the loop, 
eliminate Bacteroides sp., have in vitro antibiotic effects, or diminish 
mucosal PG-PS transport. However, mutanolysin treatment prevented 
elevation of plasma anti-PG antibodies and tumor necrosis 
factor-alpha (TNF-alpha) levels which occurred in buffer 
treated rats with SBBO and decreased TNF-alpha production in 
isolated Kupffer cells stimulated in vitro with PG-PS. Based on the 
preventive and therapeutic activity of this highly specific muralytic 
enzyme, we conclude that systemic uptake of PG-PS derived from endogenous 
enteric bacteria contributes to hepatobiliary injury induced by SBBO in 
susceptible rat strains . 
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ABSTRACT: The mode of action of slow- acting ant i- rheumatic drugs (SAARDs) 
is complex but may often include effects of cytokine (interleukin-1 , 
IL-1, and tumour necrosis factor, TNF) production by 

monocytes/macrophages. Different SAARDs. May have variable effects on 
cytokine production in vitro depending on the concentration of drug, the 
presence of other SAARDs and individual variation. The gold compounds 
gold sodium thiomalate (GST) and auranofin (AF) had a bimodal effect on 
cytokine production. High concentrations of GST (> 1 .mu.g/ml) weakly 
inhibited IL-l-.beta. secretion (without affecting IL-1-. alpha, or 
TNF secretion and without affecting cell -associated IL-1-. alpha, 
and IL-l-.beta^ accumulation), and although AF (> 100 ng/ml) inhibited 
cytokine production it did so at concentrations near to the toxic range 
for the drug (> 200 ng/ml) . GST and AF when used in combination inhibited 
cytokine production in a synergistic manner even at concentrations that 
would potentiate cytokine production if used individually. 
Hydroxychloroquine (HCQ) and sulfasalazine (SAP) were two other 
inhibitory SAARDs which acted synergistically in combination. Combination 
of HCQ and SAP with gold drugs gave variable results. D-penicillamine 
(D-pen) and methotrexate (MTX) were two SAARDs that generally did 
not affect cytokine production individually or in combination with other 
SAARDs. These results suggest that combination SAARD therapy may more 
effectively target excessive cytokine production, which is a hallmark of 
rheumatoid arthritis. 
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ABSTRACT: Tumor necrosis factor .alpha. (TNF) and 

inter leukin-1 (IL-1) production by alveolar macrophages (AM) was 

evaluated in 17 rheumatoid arthritis (RA) patients without 

interstitial disease ( ILD , Group 1) and 14 RA patients with clinical ILD 

(Group 2) in comparison with 10 control subjects. AM after recovery by 
bronchoalveolar lavage were selected by adherence, and then supernatants 
were collected after 3 or 24 h of culture. Results showed no modification 
of IL-1 synthesis in either group of RA patients. Spontaneous TNF 
production was significantly increased in Group 2 (2.5 .+-. 0.5 ng/ml) as 
well as in Group 1 (2.4 .+-. 0.4 ng/ml) compared with control subjects 

(0.43 .+-. 0.1 ng/ml, p < 0.001). In addition, AM from patients untreated 
or treated exclusively by nonsteroidal antiinflammatory drugs produced 
similar levels of TNF, whereas those receiving corticosteroids, 
second-line drugs (such as sulf asalzine, aurothiomalate , and 
methotrexate) , or the combination of both therapy regimens released 
significantly less TNF. Interestingly, TNF was not different 
in both groups, but Group 2 had a markedly increased ratio of local 
immune complex to albumin in bronchoalveolar lavage fluid (0.47 .+-. 0.12 
versus 0.07 .+-. 0.02 in Group 1; p < 0.002). TNF thus appears an 
additional component of RA subclinical alveolitis in RA, but its 
prognostic value and its precise role in lung damage remain to be 
determined. Development of ILD requires certainly complex interactions of 
synergistic factors, possibly including local immune complexes detected 
in BAL fluids. 



12/7/9 (Item 9 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

07442506 BIOSIS NO. : 000040033820 

METHOTREXATE MECHANISM OF ACTION IN RHEUMATOID ARTHRITIS 
AUTHOR: SEGAL R; YARON M; TARTAKOVSKY B 

AUTHOR ADDRESS: DEP. RHEUMATOLOGY, ICHILOV HOSP . , TEL-AVIV 64239, ISRAEL. 

JOURNAL: SEMIN ARTHRITIS RHEUM 20 (3). 1990. 190-200. 1990 

FULL JOURNAL NAME: Seminars in Arthritis and Rheumatism 

CODEN: SAHRB 

RECORD TYPE: Citation 

LANGUAGE: ENGLISH 



12/7/10 (Item 10 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

06494478 BIOSIS NO. : 000037066494 

EFFECTS OF TUMOR NECROSIS FACTOR AND COMBINATION 

CYCLOSPORIN A -METHOTREXATE THERAPY ON COLLAGEN ARTHRITIS 
AUTHOR: BRAHN E; BANQUERIGO M L C; LIU D Y 

AUTHOR ADDRESS: UCLA SCH. MED., LOS ANGELES, CALIF. 90024, USA. 
JOURNAL: 53RD ANNUAL SCIENTIFIC MEETING OF THE AMERICAN COLLEGE OF 
RHEUMATOLOGY, CINCINNATI, OHIO, USA, JUNE 12-17, 1989. ARTHRITIS RHEUM 32 
(4 SUPPL.). 1989. S133. 1989 
CODEN: ARHEA 
DOCUMENT TYPE: Meeting 
RECORD TYPE: Citation 
LANGUAGE: ENGLISH 



12/7/11 (Item 11 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 



06445574 BIOSIS NO.: 000037017585 

ELEVATION OF AN IMPORTANT LYMPHOKINE IL-2 AND MONOKINE TNF IN THE 

SERUM OF PATIENTS WITH PRIMARY BILIARY CIRRHOSIS AUTOIMMUNITY 
AUTHOR: DEMPSEY R A; MILLER L C; CASTRACANE J M; DINARELLO C A 
AUTHOR ADDRESS: ENDOGEN INC., BOSTON, MASS., USA. 

JOURNAL: 73RD ANNUAL MEETING OF THE FEDERATION OF AMERICAN SOCIETIES FOR 
EXPERIMENTAL BIOLOGY, NEW ORLEANS, LOUISIANA, USA, MARCH 19-23, 1989. FASEB 
(FED AM SOC EXP BIOL) J 3 (4). 1989. A1121. 1989 
CODEN: FAJOE 
DOCUMENT TYPE: Meeting 
RECORD TYPE: Citation 
LANGUAGE: ENGLISH 



12/7/12 (Item 1 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2002 Elsevier Science B.V. All rts. reserv. 



05215370 EMBASE No: 1992355604 

Use of monoclonal antibodies in vivo as a therapeutic strategy for 
alloimmune or autoimmune reactivity: The Besancon experience 

Herve P.; Racadot E. ; Wendling D.; Rumbach L.; Tiberghien P.; Cahn J.Y.; 
Flesch M . ; Wijdenes J. 

Centre Reg. de Transfusion Sanguine, 1 Boulevard Fleming, 25020 Besancon 
France 

Immunological Reviews ( IMMUNOL. REV. ) (Denmark) 1992, -/129 (31-55) 
CODEN: IMRED ISSN: 0105-2 8 96 
DOCUMENT TYPE: Journal; Review 
LANGUAGE: ENGLISH 



12/7/13 (Item 2 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2002 Elsevier Science B.V. All rts. reserv. 

05157035 EMBASE No: 1992297268 

Is there a disease-modifying drug for juvenile chronic arthritis? 
Rooney M. 

Molecular Rheumatology Section, MRC Clinical Research Centre, Watford 
Road, Harrow, Middlesex HA1 3UJ United Kingdom 

British Journal of Rheumatology ( BR. J. RHEUMATOL. ) (United Kingdom) 

1992, 31/9 (635-641) 

CODEN: BJRHD ISSN: 0263-7103 

DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH 



12/7/14 (Item 3 from file: 73) 

DIALOG (R) File - 73 : EMBASE 

(c) 2002 Elsevier Science B.V. All rts. reserv. 

05110557 EMBASE No: 1992250773 

Supportive care in marrow transplantation 
Bensinger W.I. 

Clinical Research Division, Fred Hutchinson Cancer Research Ctr., 1124 
Columbia Street , Seattle , WA 98104 United States 

Current Opinion in Oncology ( CURR. OPIN. ONCOL. ) (United States) 1992 
, 4/4 (614-623) 



CODEN: CUOOE ISSN: 1040-8746 
DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 



12/7/15 (Item 4 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2002 Elsevier Science B.V. All rts. reserv. 

05078093 EMBASE No: 1992218309 

Profile of cytokines in synovial fluid specimens from patients with 
arthritis. Interleukin 8 (IL-8) and IL-6 correlate with 
inflammatory arthritides 

Remick D.G.; DeForge L.E.; Sullivan J.F.; Showell H.J. 

1301 Catherine Road,Ann Arbor, MI 48109-0602 United States 

Immunological Investigations ( IMMUNOL. INVEST. ) (United States) 1992, 

21/4 (321-327) 

CODEN: IMINE ISSN: 0882-013 9 
DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

The synovial fluid aspirated from patients with symptomatic 
arthritis was analyzed for the presence of tumor necrosis 
factor (TNF) , interleukin 6 (IL- 6) and interleukin 8 (IL-8) . 
All three cytokines were found in both inflammatory and non- 
inflammatory arthritides: IL-8 levels ranged from less than 20 to 
38,990 pg/ml, IL-6 from less than 10 to 72,300 pg/ml and TNF from 
less than 4 to 61 pg/ml. No inhibitors of cytokine activity were found. 
IL-8 and IL-6 were present in significantly higher levels in patients with 
inflammatory arthritis compared to patients with 

osteoarthritis, and there was significant correlation between the IL-6 and 
IL-8 levels. These findings document the presence of multiple cytokines in 
the synovial fluid specimens of patients with arthritis, and 
demonstrate that higher cytokine levels accompany inflammatory 
arthritis * 
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The ability to mount an angiogenic response is probably present in all 
tissues, and stimulation of endothelial cells by any one of a wide variety 
of factors initiates a cascade of events leading to angiogenesis. In most 
tissues the overall lack of angiogenesis in normal situations probably 
results from the interaction of a complex series of multifactorial systems, 
each of which maintained in a state of balance between stimulation and 
inhibition. An imbalance in any one these systems, for example by an 
increase in the concentration of a growth factor, may lead to angiogenesis. 
Inhibition of angiogenic stimuli is unlikely to be effective as an approach 
to new angiostatic drugs, given the multiple stimulatory pathways 
available. Tumour cells for example may induce angiogenesis via release of 



nuemerous growth factors, prostaglandins ect, and by their attraction of 
inflammatory cells which in turn release multiple angiogenic stimuli. 
Inhibitory modulation of many of the individual steps of capillary growth 
which occur following an angiogenic stimulus can block the angiogenic 
response. This leads to the expectation that an effective inhibitor of a 
single key step in this cascade would be able to completely suppress 
angiogenesis . Inappropriate angiogenesis is an important factor in many 
disease including cancer and arthritis. In particular angiogenesis is 
an absolute requirement for neoplastic growth of solid tumours, and the 
establishment of secondary growths. There is also a strong link between 
induction of angiogenesis by a tumour and its ability to metastasise. 
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Eicosanoids, lymphokines, and free radicals are known to participate in 
the pathogenesis of inflammation. Tumour necrosis factor (TNF) , 
interleukin-1 and 6 (IL-1 and IL-6) and colony stimulating factor-1 (CSF-1) 
are secreted mainly by activated macrophages, whereas T-cells secrete IL-2, 
IL-3, IL-4 and interf eron-gamma (IFN-gamma) . In addition, activated 
macrophages and lymphocytes can also produce eicosanoids and free radicals 
which have potent pro -inflammatory actions. Eicosanoids, lymphokines, 
and free radicals can modulate the immune response, cell proliferation, 
stimulate collagenase and proteases secretion and induce bone resorption; 
events which are known to be associated with various collagen vascular 
diseases. On the other hand transforming growth factor-beta (TGF-beta) 
produced by synovial tissue, platelets and lymphocytes can inhibit 
collagenase production, suppress T-cell and NK-cell proliferation and 
activation and block free radical generation and seems to be of benefit in 
rheumatoid arthritis. Drugs such as cyclosporine, 

l,25,dihydroxycholecalciferol and pentoxyfylline can block lymphokine and 
TNF production and thus, may inhibit the inflammatory process. 
Essential fatty acids, the precursors of eicosanoids, are suppressors of 
T-cell proliferation, IL-1, IL-2 and TNF production and have been 



shown to be of benefit in rheumatoid arthritis, systemic lupus 
erythematosus and glomerulonephritis. Thus, the interactions between 
essential fatty acids, eicosanoids, lymphokines, TGF-beta and free radicals 
suggest that new therapeutic strategies can be devised to modify the course 
of collagen vascular diseases. 
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Disease relapse and transplant related toxicities have limited the 
application of bone marrow transplantation (BMT) in the treatment for 
hematologic malignancies. Because elevated levels of tumor 
necrosis factor alpha (TNF-alpha) have been correlated 

with the development of transplant related complications, we conducted a 
phase I-II trial of pentoxifylline (PTX) , a xanthine derivative capable of 
down-regulating TNF-alpha production, in patients with hematologic 
malignancies undergoing BMT. Thirty consecutive adult patients (median age, 
34) were entered and received either an allogeneic (n = 26) or autologous 
(n = 4) BMT. Patients were enrolled at increasing dose levels (1,200, 
1,600, and 2,000 mg/d) from day -10 through day +100 posttransplant . PTX 
was well tolerated with no significant adverse side effects noted at any of 
the dose levels administered. The actuarial day 100 survival for these 3 0 
patients was 90% (95% confidence interval 79% to 100%) . When compared with 
a good risk control group, PTX recipients experienced less mucositis (3.7 
+/- 1.1 v 18.7 +/- 1.1 days, P = .004), less hepatic venocclusive disease 
(10% v 65%, P = .001), a lower incidence of renal insufficiency (3% v 65%, 
P = .0003), required less days of total parenteral nutrition (TPN) (24.0 
+/- 1.3 v 35.0 +/- 2.4, P = .001) and were discharged from the hospital 
earlier than controls (day 26.0 +/- 1.8 v 37.0 +/- 3.8, P = .01). In 
addition the incidence of graf t-versus-host disease (GVHD) >=grade II was 
also reduced among the PTX recipients (35% v 68%, P - .03) . PTX at doses in 
excess of 1,200 mg/d further reduced the severity of mucositis, and TPN 
requirements resulting in earlier hospital discharge than patients 
receiving 1,200 mg/d of PTX. In this study oral administration of PTX in 
doses up to 2,000 mg/d was well tolerated and associated with a reduction 
in morbidity and mortality in patients undergoing BMT. Prospective 
randomized trials are currently in progress to test these preliminary 
observations . 
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Synovial angiogenesis , the formation of new capillaries from pre-existent 
capillaries, is a constant feature of synovial inflammation. Strictly 
regulated, it normally disappears after recovery from the acute episode. 
However it may persist during chronic synovial inflammation and then 
participates in pannus development in RA. This is the result of biochemical 
events which have contributed to breakdown of the extracellular matrix and 
cartilage in association with activation or secretion into this 
micro -environment of angiogenic factors. Relations with immuno-competent 
cells (lymphocytes and monocytes) suggest that this final common pathway 
may be partially dependent upon stimulation by the antigen. The development 
of treatment aimed at inhibiting angiogenesis could offer additional 
therapeutic hope in rheumatoid arthritis . 
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Rheumatoid arthritis is associated with both localized and 
generalized osteoporosis. Localized osteoporosis can be considered to be 
caused by local disease mechanisms, including the generation of factors 
from activation of the cytokine pathway. The etiology of generalized 
osteoporosis has been difficult to elucidate, particularly because of the 
lack of sensitive techniques to measure bone mineral density. The 
introduction of single- and dual-photon absorptiometry and quantitative 
computed tomography has allowed more accurate assessment of bone mineral 
density. In general, bone mineral density loss at appendicular sites does 
not correlate well with axial bone density loss. Corticosteroid treatment 
exaggerates the development of osteoporosis in up to 40% of patients with 
rheumatoid arthritis. Sex hormone status, physical activity, disease 
duration, and functional class are all significant predictors for the 
development of osteoporosis. Current therapy for prevention and treatment 
is based largely on theoretical considerations. Physical activity should be 
encouraged once acute joint inflammation has settled. Postmenopausal 
women and amenorrheic premenopausal women will benefit from cyclical 
estrogen replacement. Patients with low serum 1 , 25-dihydroxy vitamin Dinf 3 
levels, and males with low serum testosterone levels, are candidates for 
replacement therapy with the appropriate hormones. In patients who are 
receiving corticosteroids the dose should be limited, and oral calcium 
supplements are of benefit. The use of the newer corticosteroid 
deflazacort, and disease-modifying immunosuppressive drugs, are discussed. 
Other therapeutic options which should be considered, although published 
trials are scarce, are calcitonin and the diphosphonates . Further studies 
are awaited concerning the optimum prevention and treatment of osteoporosis 
associated with rheumatoid arthritis. For the present, management 
should be based on theoretical considerations. The introduction of 
dual-energy X-ray absorptiometry for measuring bone mineral density 



represents a significant improvement over the older techniques, and will 
assist in future clinical trials. Inhibitors of the cytokine pathway, or 
the products stemming from activation of this pathway, need to be evaluated 
in the treatment of osteoporosis associated with rheumatoid arthritis 
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Non-steroidal antiinflammatory drugs (NSAID) enhanced the spreading of 
mouse and rat peritoneal macrophages attached to either plastic or glass. 
This was probably due to drug inhibition of prostaglandin Einf 2 (PGEinf 2) 
production since spreading was also inhibited by adding exogenous PGEinf 2. 
Corticosteroids (dexamethasone, Cortisol and prednisolone) and some 
immunosuppressants (6-mercaptopurine, methotrexate, but not 
cyclosporin-A) also enhanced in-vitro spreading of murine peritoneal 
macrophages. Some recombinant cytokines (human tumour necrosis factor alpha 
and beta, murine tumour necrosis factor alpha, and murine interferon gamma, 
but not human interferon gamma) also enhanced the spreading of mouse 
peritoneal macrophages in vitro. Scanning electron microscopy revealed 
significant differences in morphology of cells induced to spread by these 
drugs and cytokines. NSAID treatment also enhanced macrophage clumping in 
vitro, indicating that cell spreading may play an important role in the 
resolution of inflammatory processes and/or the formation of 
multinucleated giant cells. 
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Development of angiogenesis inhibitors for clinical applications 
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Angiogenesis, the development of new blood vessels, is associated with 
many life- threatening pathologies. The neovascularization of tumors for 
example, allows a blood supply to deliver the required nutrients for tumor 
development. Inappropriate blood vessel growth also contributes to the 
pathology of other disease such as atherosclerosis and arthritis. The 
process of angiogenesis is beginning to be better understood, and as Ted 
Maione and Richard Sharpe explain, this understanding has led to the 
identification of several lead compounds that inhibit this process. At 



present all of these candidate drugs exhibit severe host toxicity, but more 
selective angiogenesis inhibitors might be expected to be extremely useful 
therapeutic agents. 
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